Supplemental experimental methods
Supplemental experimental methods Histology
Infra-scapular BAT was dissected out and fixed in 4% paraformaldehyde overnight. The tissue was subsequently dehydrated and sectioned for standard H&E staining (Lin et al., 2004) .
Immunohistochemistry
Brains were postfixed overnight in 4% paraformaldehyde in phosphate buffer (PB) and cryoprotected by overnight incubation in 30% sucrose in PB with 0.1% NaN 3 . 40 m frozen coronal sections were cut on a sliding microtome, and blocked with 1% normal goat serum.
Sections were incubated in 0.1 M PB containing c-Fos anti-serum (1:1000; Calbiochem, San Diego, CA, USA), 1% normal goat serum, and 0.3% Triton X-100 for 24 h at 4 °C, rinsed three times in 0.1 M PB and incubated in 0.1 M PB and incubated in fluorescent secondary antibody (Alexa-Fluor 594; 1:1000; Molecular Probes, Eugene, OR, USA) for 2 hrs at RT. Ventromedial hypothalamic nucleus images were captured at the same exposure on a Zeiss Axiovert 200M fluorescent microscope and analyzed using Slidebook software (version 4.01.40). The ImageJ program was used to count c-Fos positive cells from four adjacent rectangular areas / section. Figure S1 . HD N171-82Q phenotype progression and thermoregulatory defect A) Correlation of intrascapular chip temperature and rectal probe temperature.
B)
To allow comparison of body temperature regulation with other parameters of disease in the HD N171-82Q mice, we charted body weight in the same cohort of mice whose body temperatures were charted in Figure 1a . As has been described (Schilling et al., 1999) , we observed significant weight loss in the HD mice with disease progression (90 days of age; p <
.05 by two-way ANOVA). 
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Figure S5. Timeline for feeding protocol
After 2 -3 days of acclimation to the metabolic chamber, mice were studied at 'Baseline' with ad libitum feeding, followed by an 18 hr 'Fasting' period, and then permitted to eat ad libitum again for 1 day. The time points for the respective body composition measurements are so indicated. Please see the Experimental Procedures section for a detailed description of the entire protocol.
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Figure S6. Microarray expression analysis of PGC-1α-dependent transcription factors
Here we see a heat map comparing caudate nucleus expression of 10 PGC-1α-dependent transcription factors for 32 Grade 0 -2 HD patients (adjacent to gold bar) and 32 matched controls (adjacent to blue bar). Note that intensity of red signal corresponds to the degree of relative up-regulation, while the intensity of green signal corresponds to the degree of relative down-regulation. Unlike the heat map for PGC-1α target genes, many PGC-1α-dependent transcription factors showed a trend toward up-regulation in HD patients in comparison to controls. Among the interrogated transcription factors, PPARα, RXRα, and NRF-1 displayed the most significant expression increases. Please see Supplementary Table 2 for statistical values for the probe data displayed on this heat map.
